zr.e sncrres::, variant ccnraining none :::r nnese :. gh 1 1. ghn-: 
sequences. Tne signal n^eri'tide is expecnea tc^ be cleaved C 
terminally t^:- Ala22. The twc cysteine residues found In matur 
Fi;^3 (all iscrcrms) are Iniiicateri ty thick underlining. The tv; 
P'ltentlal N- jlyccsylat icvi sites of PoFSt' are indicated by N 
Ni;.m;iering as ascordang t :■ FGF'Sb.-- 

Please rerdace the C'ara:frapli hiegi.nnmg ::jn page 14, line 25, with tn 

fed. 1 ovM nc^^ rewr 1 1.. t -''n piaragrapli : 

--Fi^^. c: I ll..stravlons of the four different variants v 
Fl.;F---b desl gn-3(i for aut : vacc Inat ii:>n . Llpp^er panel : Theoret lc<-:^ 
ni'd-ils t'f the insertlcn-[:--cd.nts i-f the epitopes using the FGF 
crystal structure as t: enifila te . Liwer panel: Ammo ai::i 
seiiuenies if the wild type Fc^FSk- iWT) and the four variant 
FijN, F2I, F30I, and F2C (SEO ID N03: 35-39, respectively) 
The signal pep-tlcie is marke'd with single underlining. Th 
mserteii peptides are marked with doubl^i; under ]. Ining . Tne M 
t^iiinlnal sequence iMetAla) if all variants is due 
generatiDn of a P^ozak-sequense; (Plczak 1991' for i:>ett-' 
translae. ion m euKaryot cc systems . 

Please replai^e the p^ara^rap-h ke-ginning 'in pace 31, line 17, with th 

f c 1 1 ov;ing rewri tt -m pa rear aph : 

--tine especiuliy preferred PADRE peptida is the one navmc tn 
ammi acid seoueni^-i AKFTAAWTLr'AAA ■ 3F-^^ II Nd: 43' or a 



epitopes having the sarr.- l5:CK cf '-IHC rest. 1 1 et : r^re oreierreo 
T-cell epih:>pes which sriouid he present m tne ana. -agues used 
in tne inver.i ive rnethoa. Such sup^e r-r-r jTlI s cucus epitopes will, 
alliw foi~ the mC'St sirnpie embed ine-nts c f tne invention whereiin 
only tne single anaiogue is presented to tne \^accinated 
animal's imnune system. -- 

Please rep-late the paragraph beginning cr; p-a^je 89, line 22, witn tne 

f ol IC'wincr r ev;r itt en pa ragraph : 

--Hen-:;e, an impitrtant em±.)cdimerit ar tne metnais af tne 
inventic'n is -tne wherein tne .toreign T-cell epdtape is 
intro::uced m a r-art af tiie Her2 amino acid sequtu.te defm.ed 
\jy the amino acid numhering in SriQ 12' h't): 3 (also snawn in Scij 
ID 4) po'sit It ns 5-25 and/ tr and^'^ar lC-3-117 and/oi 

149-1^:3 and/-tr 21 0-224 and/or 25C-2h4 anil-^'ir 325-229 and/.tr 
3t9-:t-3 anaz-tr 4t5-4 7 9 and/or 51^9-5it2 ani/'or 522-0^2 and/2tr 
652-on7 and/or 061-675 and/or 695-709 and/cr 710-^/30, cf. the 
Ex amp] es . -- 



Please reptlace the paragraph beginning o-n page JMl, line , with the 

f o 1 1 C; w ^ n g r e w r i t v.. e :n P' a r a g r ci p h : 

--Fl:FSb has hy se-aeral invest:i gators been shown very efficient 
in inducing the t rans f orm.a t ic>n of !J1H313 or 32115 ce.Lls 
{Miyashita ]9;:j4, r;auhara 1 994 , Lorenzi 1995, MaoArtnar 1995a). 
By using re t imb i n an 1 1 y expressed proteins, it nas also been 
s ]'\ o Vv n that this i n d u o t" i . "ot a f m a r O' h o 1 ■ a i c a 1 -t a e s is t 3 r m^ t e 




F'^-r^ro molecule alone, was sr. own to oe s i; f i i^eoii for 
r r an? format i jn ot NIH3T3 ::r-lfs, and e'/en one sm^ill FGFSc- 
-rpeoific peptide ( tVTVoSSPNFT M S nr. ID NO: 41) co:.ld enable the 
:'eil5 to 'jri^w 2-3 ti.mes Icoiqer than niirmal m 0.1^- serum 
(P.u:ira-i;an July l'-)98). FurtnermDre, IJlHoTl-: cel.s stably 
:tansfeoted with an ^^xpressijn ve:t-:'r encoding FGF8b has roaen 
rero'rte:! t : be very tumc ligeni s when injected int raC'Cul a r I y 
inC'i' nude mlt;e (P^tuhara L954, l-h'ish. I'^^o].-' 

Please r-eplaoe the p^ar agrc^f.-n b'eginnmg cm pa-je I'Jl, line 19, with 

the ft llowirig r'ev;ritten pa ragraf'h : 

--Hence, t,he invention Eilso relates t ; embO'diments of me 
nie'O'ids :iescrir)e:i herein where, where the fc-rei :m T-Of=jll 
erdt'ipe is intr'iiluced m a p-art C'f the FGF81: amin<i aidii 
sequ-nce defineti t^y SEC ID UO: 6 (encoded t-y nu^:: 1 Imjc i cio 
sequence SFt ID Ilo>: i) p is 1 1: i co.s 1-54 and/or 178-11^ ano/^ir- 
^^-^■3 and/cu- 61-^'3 an^d/or 71-7 3. and/i^r So-^^l ar;d/or i'z-U:! 
and/or lOt-111 and/or 115-120 and/or 128-134 ana/or 138-144 
.£.nd/or 149-154 an:i/i-r 158-1 62 and/or 1 7 3-177. it should be 
nio-:-:i that it is esperially preferr'"^:i not ti i:itrioluii; 
\'ariations or mi^i] f i lat ii ns m pisitions 26-45 and iri the 3- 
terniinus starting it aminii acids 18^:■-215, since these 
s:re:.ches show tne least nimiiligy with a recently liisc ivere :i 
piritein, FGF-18, w^hiih seems t :■ be expressed in a variety if 
niJii- tumiur tissues. - - 

Please replaie the paragraph oegmning m page 114, line 1, with the 
f ol low: no rewritten caraarach : 



L)o::ker. N;:. . ^r)"ll-Cir;MP 

--Tne expressed hFSM ^zzar.z proT:e::".s v;ill be aesignaeeci 
rROS . f v;here the firs:. is i:.e iriserticn ]:e:^ien used for 
insert: ion if P2, and me secona _ is the irofertion region 
usid for If t*2 ir F3j is nit present m the pr::)tein, tne 

nuTL.oer J .zero) is designated. The wild typ^e ht'SM 
designat^-:G ?Ri)SO.C. rROSIIO.J is the h?SM amino aoids 437-7to 
pritein priouot. Hd^S tat^ged pri'teins are sailed HIS-F'R'jf) _ . _ . 
As Hi.s tags has been usei; SEij i j No: 21 ';amino aciid seouenoe 
sni'wr: in SIoj If' N0:2f. ) f'lr exp'i essic-n in yeast and bcMteria, 
>;nereas SE'.' 12 :J(2: 2 2 iamrni iiiia seijuence shiwn in 2Ej ID N2): 
24) i;as been used for expression in maiiLmalian cells. 



Please rerdace tne p'aragrap)h heqinnmg on c^age il7^ iine 21, with 

the f o 1 lO'Wing rewr it t:en pa ragraph : 

straiiL of Pichia pastons as well as two different 
•ixpr'S:ss 1 m vectors have h^eeri C'..rch:ised froim 2 ni' i t r -igen- . The 
vei'ti-r pPICZVA carries a nrieithansl inducible r-r'Onr.oter ufistresim 
if tiie peil ycli'H ing site, wh.ereas the P'2AP2Va^ ve cto-r ^xp^ress 
P'riteins ci^nsti tut ively . Ei>tn vectors ensode the V-factor 
secretion signal in ".irder ii export the recomrnnant prstteins 
til the moiiium. The selectio:i system if these vectc-rs is zeocin 
res i Stan le. The sequences encoding hPSMO.i;, ano hF2M)i'.0 (as 
weil as me hPSM mutant, hb'RMl.l, of. belC'Wt,' were su::.-cle'ned 
inti' these vectors I'in-irame v;ith a C-terminal i-myc 
identification epitC'pe, SEt: i n >^^o: 22 (amine- acid sequeni:e 
shs'wn m SEQ ID NO: ) ) . 



Please replace the paragraph cecinn 



:g iin page 12^, 



1 n e 



1 6 , with 



t r r:! loAir::^ rev;r i tten para::iraph : 

-- _;r rem , various P^NA vaccina:: i or: exoer ir:;^^! s ire onaoLoo 
ucirq oPSr^l corsorocts. Various oumdo P3M wildoypie ^nd Autc'/ac 
cc^nstructs (such as e.g. hPoMG.O, nPSM)G.O, nPSM'O.O, hPSMl.l, 
hPSMli.j) have been subcl:ned into DMA vaccination vect-ars 
druch as pcDXAi.l('d, pc: DN/\ . I ( - / , pVAX a:io f)Pe':)3VPi. In si-me 
of th€' :v:)nst ru ::t ic^ns , different lea<aer se ^uerices (ouch as :he 
Cdlla, o?A, ami :L-5 leader sequences; nu:lecv„ide TEQ ID KC S : 
2b, and 'il , arrd airino acid Sr];,) IP N'PS: I Cd ^^6, and :2, 
I'S'Spectively 1 have been insluded directly l-;-termrna Lly and in- 
frame tc ali(av/ searetic-n if the expresseo nPSM pu^oteins in 
VIVO, All the consd:ru^:t ions in PIJA vacidnatiC'n vectors have 
lieen verified by DMA seipiencing and m vi\:.rD o rans] ai io'n . -- 

Pleasi- ref)lace the paracraph ceqinning on psge lo3, line 16, with 

the t ill 1 wing rewritten fi-araai aph : 

--The internal variants ot FGPe"::) -.FiOI and F2 1 i were 
cmstruated by replacing external laips In the FGFl structure 
with the epitopes ?30 and P2, respei:t Ively, whereby the beta- 
barrel structural h-ackbone of the FGF structoure p)resurT-ably will 
remai.n unchanged. -- 

Pleas-i deleoe the substiouoe 3equence Lisoinq filed June 19, 3001. 
Please insert the second Gubstitute Sequence Listing enclosed 
herewith immediately after the ak'Stract. 



